The social defeat (SD) hypothesis of schizophrenia posits that repeated experiences of SD may lead to sensitization of the mesolimbic dopaminergic system and to precipitation of psychosis. Based on previous definitions adapted to a human experimental paradigm, we prepared a computer simulation of SD to mimic this subjective experience. We measured prefrontal cortex (PFC) activity in subjects with schizophrenia and healthy controls during exposure to a single SD experience with functional near infrared spectroscopy. PFC activity declined in both groups. Compared with the control condition, SD exposure was associated with a broader decline in left ventromedial, right medial and right lateral PFC activity in healthy controls (n ¼25), and a sharper decline in right ventrolateral PFC activity in subjects with schizophrenia (n ¼25). The activity in the right ventrolateral PFC, was significantly lower in patients compared with controls. This may be due to a deficiency in emotion regulation or self-control, or it may be related to impaired empathy in schizophrenia. Different patterns of brain activity during the SD experience in subjects with schizophrenia versus healthy controls may provide indirect evidence regarding the SD hypothesis of schizophrenia.
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Introduction
Social defeat (SD) is a commonly used term that describes the physical defeat of one animal by another within-species conspecific member in a series of experiments conducted on social stress. These animal experiments are based on the resident-intruder paradigm: a male rodent (the intruder), put into the cage of another male, is attacked by the resident and prompted to display submissive behavior (Miczek and De Boer, 2005) . Tidey and Miczek (1997) showed that, when exposed to social threat, the defeated rats have elevated levels of extracellular dopamine in the nucleus accumbens. Repeated experiences of SD lead to behavioral sensitization in the defeated intruder, who displays an enhanced behavioral response to dopamine agonists (Covington and Miczek, 2001 ).
Selten and Cantor-Graae (2005) proposed SD as a common unifying mechanism to explain the relationship of schizophrenia with migration, urbanicity, and lower IQ scores, since all these risk factors also involve high levels of SD. In an updated review, Selten et al. (2013) provide further evidence regarding the SD hypothesis of schizophrenia, expanding upon the association of the disorder with unemployment, childhood trauma, and a higher proportion of ethnic density. Selten et al. emphasized that indicators of social disadvantage that are associated with psychosis risk as such may act as proxies for SD, provided that the subject interprets the situation as defeating. Selten and Cantor-Graae (2007) also proposed that defeated animals in the resident-intruder paradigm resemble, in biological terms, subjects with schizophrenia who have increased amphetamine induced-dopamine release. If the results of the animal studies can be extended to humans, chronic exposure to SD may lead to sensitization of the mesolimbic dopamine system and/or overactivity of this system, and thus foster the development of psychosis (Selten and Cantor-Graae, 2005 ). The authors recommended future studies to investigate response patterns during stressful circumstances by functional neuroimaging tools such as functional magnetic resonance imaging (fMRI) and positron emission tomography (PET).
A large body of evidence from neuro-imaging studies, as well as related work from other methodologies, has suggested the lateral prefrontal cortex (PFC) as a central component related to cognitive 
